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^mt^m (X) 0'f£ffl:^rfe, J^^mb-a-J^tcov^TJi, ^i^it^m (I) 
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6_^f-;U^3-?-Vi?p<^;lx 50g (331amiol) <7>IZgm'ft:R^ (625ml) v#?^tCN-ro ^ n^N 
^'^'f? K 59g (331mmol) 'klJRK.fzo Mt^i^^^fc^^V-O l.Og'^Y^Jnm, S^fc^-CTfe 

immv^s-ff^^ 4 o~ 5 0*0-02 4^mKm-^^tzo 




(X) 




[0 0 7 8] 



miiE# 2004-3117048 



#@I 2003-356934 



^-v: 10/ 



'H-NM (CDCI3, 300MHz) : d 3.96(3H, s, OCH3). 4.58(2H. s. CHzBr), 7.54(1H. d. p 
y), 8.30(1H. dd. py), 9.17(1H, d. py)o 
[0 0 7 9] 

mmm 1-2) N.N.N'-b >; (2-t:';y;w>-9^;v')-i,3-vT5 y ^n/-?>'-2-^-;w 
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lO 0 8 1 ] 

1,3-Vf ^ yfu/^y-2-4-~-P 32.6g (362inmol) (2400ml) ii^^izMM 

m eOmliSrinx., SlC2-tf U v>'>'T;i"7'tt K 116.3g (1.09mol) imTLfz^k. i^T^ Y 
U t: KD^'^M:^ > •J'A 50.16g (798mmol) Sr^j&n L/Co mMf^T^k. M^X'3BmK 
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^mLtzmz^^Lfzo tfC^tUTta^t^yA^^nv b^^^^-f --eifSSaL, 34g<^B«l 

'^intzo 

^H-NMR (CDCI3. 300MHz) : S 2. 59-2. 83(4H. m, CH2). 3.86-4.0l(7H. m, NCHapy, CH), 
7.15(3H. dd. py). 7. 23-7. 32 (3H. m. py). 7. 56-7. 65 (3H. m. py). 8.53(3H, dd, py) 
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1-2 T-#/cN.N.N'- b U (2-t°'J 5^;^)-l. 3--7T 5 y 7'n/N">-2-:t - -'I' 

18.2g (SOmmol) <^|£jt-:^P< ^^^'J^-'^^ T 5 K (150ml) ^vStcR^* 'J 13.8g (lOOm 
mol) =SrJ)Ilx.^ MitW 1 - 1 'e#/:6--7'n^ y f-;^-^-?^^!?^ 11. 5g (SOmmol) co 
^^vV^;V5^;VAT5 K (75ml) ^?i£=Sr?BTL> iSTm. 5 0 'CT- lII#W;^f&$-^ /Co 
[0 0 8 61 

RJ^^f^i, vt-?St^<%SPLfcm, 750ml^7jCicSAL-ClN:^mx-p H 8 icfil^Lf^o 1-^^-:^. 
?t«S^* ^ix^' n V y ir^y ^ -X-mML. 21.5gO@ W!|*4-#7to 

>H-NMR (CDCI3, 300MHz) : 5 2. 58-2. 73 (4H. m, Cfe). 3.83-3.95(12H, m. OCH3, NCH2P 
y, CH). 7. 10-7. 14 (3H. m. py). 7. 34 (SB. d. py). 7. 50-4. 60 (4H, m. py), 8; 17(1H. dd 
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, py). 8.50(3H, d. py). 9.09(1H, d. py)o 
10 0 8 7] 

{WLmmi -4) N.N.N'-b "J (2-H°'J-:^~J^>^;^)-N•-[5-N"-(2-7$^^^''^):^-'^^^' 

10 0 8 81 
I-ft 1 3 1 




[0 0 8 91 

U^mi -3t?#^cN,N,N'-b (2-lf U i/JU;><^;i')-N'-(5-^ h ^ ;V5K^;W2-li' 
'J v;i'> f-;l')-l,3-'>'T ? y 7'n/N->-2-:^-;l' 9.7g (18.9iDmol) <D :^ ^ ^ - )V (100ml 
) ?t?WtCJif-l/>v^T5 > 22. 7g (378inmol) *rSTL. viSTt^, Mza-C 3 B Fb^R/S$-* 

[0 0 9 01 

Kmk. mwi^m^v. '^hihtznm.^ijy^^^-^y^yy^-'^^^^^^^ 9.72gcD 

^H-NMR (CDCh, 300MHz) : 8 2. 54-2. 71 (4H, m, CH2), 2.94(2H, t. CH2N), 3.49(2H, d 
t, CH2N), 3. 80-3. 99 (9H, m, NCH2py, CH), 7. 12(3H. ddd. py) , 7.35(3H, d, py), 7.45 
(IH, d. py) . 7.58(3H. ddd. py). 8.02(1H. dd. py). 8.49(3H. ddd. py). 8.89(1H, d 

. py)o 

[0 0 9 1 1 

mm\\ 1 - 5 ) 

[0 0 9 21 
Ifb 1 4 1 




[0 0 9 3 1 

i^^t^ll 1 - 4T*#fcN.N.N'- h V {2-\d^) ^;v)-N'-[5-N* '-(2-7 ? >' J^-?";^) * ^l' 

/st^^;V_2_t:°V v?;l/;^-^;k]-1.3-v^T5y 7'n/N->-2-:t-;l' 200mg (0.37nimol) £7)T-t 
Y-}-^})V (20ml) mm^. ^mii^'^i- ^ ^ -l^ 336mg (4.0minol) , ?iv^-C4-^' n a_7- 
- h n-2. 1. S-'^V V:;^ ^-9- v T V-^l^ 73.8mg (0.37mmol) ^-^IJDt. M©"t?2R#F^SS 

[0 0 9 4] 

Kmk. mWL^ms&\^. v;^nn^i5'>5Omli:7X5Oml=SrJnx.:0-TEL. i^^oD^;5'>;i 
.2mg<^)@fi<j2feSr#7to 

'H-^MR (CDCI3. 300MHz) : d 2. 46-2. 69 (4H. m, CH2), 3. 65-3. 95(13H. m, N 
CH2CH2N, NCH2py. CH). 6.06(1H, d.-Ar), 7. 08-7. 13 (3H, m, py), 7.32(3H. d. py) , 7. 
42(1H, d. py) . 7.56(3H, ddd. py), 7.96(1H. dd. py). 8.44-8.48(3H. m, py), 8.19( 
IH, d. Ar), 8.83(1H, d. py)o 
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imm.m i - e ) ^^^m^^^^M^^i^M 

[0 0 9 6] 

Kb 1 5 1 




[0 0 9 71 
[0 0 9 8] 

/c-fii-g-ii/^'; (p H = 6 . 86) izmMLxmm^oju^^i^^- 2'f&*^K^ 

[0 0 9 91 
[^b 1 6 1 



3^/ '^vv 




CasHsTNnOgPZna 
Mol. Wt: 929.49 
Exact iM ass: 926.1 1 



[0 1 0 01 

MALD I -TOFt;^;^'^^ >;i'CQ^:l^r, Ml tLXTj^-to 12 1 "t", > k:° 

-i^-!!}^926.22 (exact mass: 926. 11) tLXmM^fi. ttz. 910. 240 If- l±, t^"*)- 

[0 1 0 1 1 

m^m 2 - 1 ) 

[0 10 21 

l-fbi 71 




10 10 31 

137ing (0.56nmiol) <0 v'p' •^;U*;l'A T 5 K (lOml) ttfeit::, 1.1' -iJ 
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-;WvM 5 ^^/--'i' liemg (0.72minol) *^i)PL, Mtr 1 2 P#^jg:jS;?-<i-/>:o ■t<0^k. 
K!Z^mt7mL. -4T'1#/cN,N.N'-h 'J (2-br'; v;l.pt^;V)-N'-[5-N"-(2-T 

5 y )l^-2-\^^) f-;l^]-l,3-v^7 ^ y 7°p/n°>'-2-^-;U 260ing (0 

.48mmol) O v A 7 5 K (3ml) M?rMTL> ?tSP?&Sr^'t-LT^i&T 2 B#WR 

[0 10 4] 

Sfoi^Tm, BiJ:&U^yK bOmlizj^XL. ^nn;l.;WA SOmlT- 2 EJlfitB L/co ^'Pn:^. 

^H-NMR (CDC13, 300MHz) : 8 1. 27-1. 47(2H, m. CH2). 1. 50-1. 75(4H. m, CH2). 2.13-2 
.26(2H, m. COCH2). 2. 52-2. 74 (5H. m. NCH2. SCH2). 2. 79-2. 88 (IH. m, SCH2), 3.01-3. 
12(1H, m. SCH), 3.43-3.65(4H, ra, NCH2CH2N), 3. 80-4. 02(9H. m, NCH2Py. CHO), 4.22- 
4.28(1H, m. NCH), 4. 42-4. 49 (IH, m, NCH), 5.83(1H, bs. NHCO), 6.60(1H. bs. NHCO). 
7. 07-7. 18 (3H. m. Py). 7. 31-7. 38 (3H. m. Py). 7.44(1H. d, Py). 7.59(3H, ddd. Py), 
8.03(1H. dd, Py). 8.15(1H. bs. NHCO). 8.42-8. 58 (3H. m, Py). 8.94(1H. d. Py)o 
[0 10 5] 

(M^!) 2 - 2 ) :^^miiz^^^M.^^i$-mm 

[0106] 



[-fb 1 8 ] 



vf't \v 



y-NH HN— \ 

(CH2)4 




[0 10 7] 

±iBSSi3t^ 2 - 1 T-a-^ L fzW^'km * V >-! 
[0 10 8] 

[0109] 
['ft 1 9 ] 

HO>^ O 

(CH2)4 



(p H= 6. 8 6) {I^«?LTjgJ! 



.a=S:MALD I 



NH 
H O 



C4oH5oNio08PSZn2 

Mol. Wt: 992.69 
Exact Mass: 989.19 



[0 110] 

MALDI-TOF-^;^;;^'^^' his UTttc-To 0 3 4" > :J5'^'f ^J-^li 

{i989. 56 (exact mass: 989. 19) i: LTliaiJ^tLTto 
[0 111] 

10% Native-5J^';7^";;VT5 K^^l^^^M 
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10 1121 
1 2 5 mM T r i s -MM ( p H 6 . 8 ) 

4 . 5 % (w/ V ) 4? V T i"; ;l'7 5 K (T t}"; Jl/T 5 K : \£7.Ti^ V )UT^ K= 3 
0 : 1) 

3 7 5 mM T r i s -iS^ ( p H 8 . 8 ) 

1 0 % (w/ V ) »; T ^"J ;v7 ? K (T 5 K : If ;^ T 'J ;i/T ^ K= 3 0 

: 1) 

^iftr^ufflp Hiiiw (pH8. 3) 

2 5 mM T r i s 
19 0 mM i^'; 

•9- y ^-'I'vtffffi'femm ( 3 jgit^^lwJ) 

1 9 5mM T r i s (p H 6. 8) 
1 0% (w/v) ifV-tu-)U 

0. 1% (w/v) BPB (-/nA^x-y -ju-?';!'- : iiJcDj-fe^v-*-) o 
10 113] 

^ic. 1 : '>->ifiL?»T;V7'$ 2 : p-i]^-(y {')ymm) , 3 : 

[0114] 

# lb fi^tzy}v ^ iMmT^m 1 - 6 x-mw: 1 7^2^%?^ ^ 3Ea&ii#ft?et (50 ^^m) i-*^ 

?gic#*ffi$S$lfrMl^ J:'5^-fe^^<^<^>'^*A, igV»Ti^-Ti/-7'U 'J T> h 
[0 115] 

I12 0iit9. 2lc^§g:^-ffi[c j;fL}i\ V vm^S^^^-^L/CiS-^-tW (2) 0.^^«^T- 

[0 1161 
(m^t^R) 3 - 1 ) 
[0 1171 
[<t2 01 




[0 1181 

miS^J 1 -4-e#fcN,N,N'- h (2-ti'U v';Up{f-;L')-N'-[5-N"-(2-T^ y J^'5^JW)*>'V 
j^^-^ n^-Z-^^) 'y)^:^'f-)^'\-l,Z-VT ^ y -f^^-<y-2-:^~)\/ llSmg (0.21nunol) COT-fe 
bjufij;!/ (lOmL) ^tSIc^ 5-(N-^ v >^ 5 v^;u^^ ^> .'i^'^^'- JV) ^>'5^;V D-tf^ 
•f->T? K 95mg (0.2liiimol) <r>'J Y (2mL) ^tj^^-rST L/to 
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^-y: 15/ 



10 119] 

mmg<D^m'^^mfz (1R^76%) o 

'H-NMR (CDCh. 500MHz) : 8 1. 25-1. 32(2H. m. CHa). 1. 38-1. 47(4H. m. CH2). 1.56-1 
.67(5H. m, CH2), 1.68-1. 77 (IH, m, CH2), 2. 11-2. 22(4H. • m. COCH2). 2.58(2H, dd, J= 
8.0 and 13.3Hz. NCH), 2.66(1H, dd, J=3.9 and 13.3Hz, NCH). 2.68(1H, dd, J=3.9 an 
d 13.3Hz. NCH), 2.71(1H, dd. J=3.0 and 13.3Hz. SCH), 2.88(1H, dd. J=5.2 and 13.0 
Hz. SCH), 3. 07-3. 21 (3H. m, NCH, SCH), 3. 45-3. 59 (4H. m, NCH2). 3. 82-3. 91 (8H, m. N 
CH2Py), 3.94(1H, tt, J=3. 9 and 8. OHz, OCH). 4. 28-4. 32(1H, m. NCH), 4. 46-4. 50(1H, 
m. NCH). 5.62(1H, bs, NHCO), 6.40(1H. bs. NHCO). 6.62(1H. t. J=5.7 Hz. NHCO). 7 
.10-7.14(3H. m. Py), 7.23(1H, t, J=6.0Hz, NHCO). 7.32-7.36(3H, m. Py), 7.43(1H, 
d, J=8.2Hz. Py), 7. 56-7. 61 (3H, m, Py), 8.06(1H, dd, J=2. 3 and 8. 2Hz, Py), 8.17(1 

H, t. J=5.0Hz, NHCO), 8. 46-8. 50(3H, m, Py), 8.96(1H, d, J=2.3Hz, Py) 

^^C NMR (CDCI3. 125MHz) : S 25.0(CH2), 25.5(CH2). 26.2(CH2). 27.7(CH2), 27.8(CH 
2). 29.0(CH2), 35.6(CH2C0), 36.1(CH2C0). 39.0(CH2NH), 39.3(CH2NH). 40.7(CH2S), 4 

I. 0(CH2NH), 55.6(CH2S), 59.2(CH2N), 60.2(CHNH), 60.7(CH2Py), 60.8(CH2Py), 61.0(C 
H2Py). 61.8(CHNH). 67.4(CH0H), 122.1(Py). 122. 8 (Py). 123. 2 (Py). 128. 5 (Py). 135.6 
(Py), 136. 5 (Py). 148.0(Py), 149.0(Py), 159. 3 (Py). 159. 4 (Py), 162. 6 (Py), 163. 9 (NC 
ON), 166.3(C0NH), 173.4(C0NH), 174.9(C0NH)o 

[0 12 0] 

(mM3-2) ^^mK^hm.§&m^mwL 
10 1 2 1 1 

Ut2 1] 

/ \ J-'..^ 7X X Mol. Wt: 1105.85 

^ ^ fi'^o Exact Mass: 1102.27 

[0122] 

IMM'^m- 1 -C-^^L/cffc-g-Jfe (200nmol) ^WmiU (pH=6. 86) iCvtM LT 
3niMO^?Ki:L> 2'(§^;K05S®^M#&«r]!jnx.7to 
[0123] 

c:co^?S=SrMALD I-TOFv;;^:;?.^^' I9 :S-*f i" -5. ^ i: J; o -C, ±IB^^ 

^-(^O^^E^^I^L/Co MALD I - TOF'^;^;^^^ h;K^^*Sr. Ei 4 i: LT^-to 
1214^^'. :S'^=-'f :t^tr-^{ill02.3 (exact mass: 1102. 27) t LTHiail:^ tt/co 
10 1 2 4 1 

m.mm 2 ) 

:^yvi'\ry^'JyTifu~7. (lf:i--?^>M^g|5fi:fl: : 60~120nmol/inL) i:MM<^M 
^?^0.3mL (->i/-rtl:M) ^ "7 ;V iJ' - .3- - 7 f (M0.5mL, -7 ^ ^ - if^T . 

22Mn) iZ^mL. 2000XgT'l 5mS^'L-^^^mz:^>l,1r. mmW.^i}B.MLrZo ^V>T% 5. 
OoM h V :^-T^7'- VmmWi (pH=7.4. O.SOmL) $r "7 -f - h ICJB^ 200 

OXg-ei 5#^it'Cxiii§t5fet#-r&^f^* 5lII=tf*o^Co 
[0 12 5] 

Mr. mit^J 3 - l -e-g-^Lfc-fb-^tl (l20nmoI/niL) fc@t^MI& 
(500nm/niL) L/i 5. OmM b V T-bx- hMWfiK (pH=7.4. 0. 30mL) *fB#L 

^ S^mW-m^ltLfz^ik. ^tL=Sr2000Xg-ei 5#ra3t'i:^i!SiiL/>:o ^ic> 5.0mM h V X- 
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^-i/": 16/ 



T-bx-hjitM (pH=7.4, O.SOmL) ^ y ^ )\^ -si.=. y htc^fi^tt. 2000Xg-r'l 5# 

P^5i'l:^ii.®^^f•■r'5.^^fp'& 5 m^f ^oTto lOnmol/mLS^mSSI&^vfililt/cS.OmM b 

^) T.-T^y'- VmWsU (pH=7.4, O.SOmL) * 7 -f ^ b 2000Xg-e 

1 5 f>FBljt'^Mii'^?i-t-^^#=S: 5 la^f ^ o 
[0 12 6] 

#f5n7f7 ^ b 1^4^-^: LT^^U yM^it^y'^ Kp60c (p60c-src pepti 

de 521-533, Unmol/mL) is J: l^'U ^S^'ffc'^T'f- KP-p60c (0-phosphoryl p60c-src pepti 
de 521-533, 12nmol/mL) L/i5. OmM h V X-T-tx- (pH=7.4, O.SOmL 

) ^Sr^L. 5:a-K¥f^<tUfc^. 2000XgT'l S^^it'C^iiiits ^(omm^yyi^'y 
3y 1 t Lfzo 

[0 12 71 

^ir, 5.0mM b ';>^-T-bT-- (pH=7.4, O.SOMNaNOs, O.SOmL) «r7'f;V^ 

-^-yMcji^L. 2000Xg-ei 5f>rB1^t'C^^iii•t*^f^=g: 3 [il^f'&o/co 
■77:5'V3>2, 3, 4 i L/Co 
[0 12 8] 

Sl^, l.OmM V b V 'i' A^W (pH=7.4, 0. 50M NaNOs^ O.SOmL) 

^)V^-::L-y blight. 2000 X g-^' 1 5 #ra3t^C^ii3l§-t-^^fP^ 2 H^T'fc o Tto -f-tL 

10 12 9] 
[0 13 0] 





1 


2 


3 


4 


5 


6 


p60c (%) 


67 


24 


9 


0 


0 


0 


P-p60c <%) 


0 


0 


0 


0 


83 


17 



10 13 11 

HPLC^ff^#: 

: Capcell Pak C18 type UG80,4.6mm^ X 150mm 

: T -fe b - h U JI^/tK = 14/86 (v/v) ,0.1% (v/v) b V ;^ ^ n f'^^ 

' ImL/min 

*vA©J^ : 40'C 

^tai^m : UV 266nm 

: P-p60c 5.3:0-, p60c 13.4:^0 . 

[0 13 21 

[0 13 31 

(JtlScfO 1 ) 

M/T* h T tfv^'^T^'n-;^ (e:tf->lt'&$|5^S : 60~120nmol/mL) t^^^lfcfOM 
^mSniL ('>^^-7tti^) =Sr, it^C^^y ^ ^ b (SSO.SmL. "7 ;V5'-'J^r# 

0.22;zm) iZ^mL. 2000Xg-ei 5 #Ffl^t'I:^:0•^^l«^-^^^t^ ^^fS^ilt® L;to ^V^-C% 
5.0inM :^-T'tf-~ Vmmm (pH=7.4, O.SOmL) ^y ^ Y iZl^WL. 2 

oooxg-c 1 sfm^'i^Mmw^-t.^mf'^'S: 5 m^^j:^fzo 

[0 13 41 
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[0135] 

# lb :}x7t 7 7 -> 3 > 7 ~ 1 2 tco i , ±MmmM 2 t |WI^<^^#-C H P L c^m^fr 

[0 13 6] 
1^21 





7 


8 


9 


10 


11 


12 


p60c (%) 


75 


20 


5 


0 


0 


0 


P-p60c (%) 


83 


17 


0 


0 


0 


0 



10 13 7] 
[0 13 8] 

lia 1 ] ^Mi&lt#^ <73MALD I -TOF-^x;^'^^' b ;v 

[US] ^^l&B^tC^^l&i&lt'^OMAL D I - T0Fv;^;2>^^' h ;v 
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imm^] mm 
[mi] 



m'01'6. 




i 



V) 
CO 



O 

§ 



o 

8 



U. 
O 

(D U. 
Ci ^ 



a 

2 



2 Z 



i 



2 e 

3 



0 to 

1 I 



g 

O 



O 

o 
o 

CM 



O 

= o 
to 



s^unoo 




200 4, - 311704 
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[113] 




ffifiE#2 0 0 4 



-3117048 
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4/E 




ai|iE# 200 4 - 3117048 



#il 2003-356934 



^--7': 1/E 




it^m (1) (i. ^^'ft'^yf- K^r^Sv^Sfi^4^§^tg'Sr;tLJ.o^mSSr^■t-5i^:;&- 



2004-31 170 4, 8 



i/E 

003-356934 

B m A m. m m n 



flieSlJ#^ [000134637] 
1 . ^M^M B 1991^ 4H15B 



£iiSE#2 004-3117048 



